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4) S Claim(s) 28-47 is/are pending in the application. 
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5) D Claim(s) is/are allowed. 

6) IEI Claim(s) 2£47 is/are rejected. 
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8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 
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10)13 The drawing(s) filed on 12 December 2001 is/are: a)E3 accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 
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DETAILED ACTION 
Priori ty 

According to the priority statement of 9/9/02 (in 
related application 10/006,856), it appears that the 
claimed subject matter defined in the instant application 
is alleged by the applicant to be supported by the parent 
application no. 60/100,584, filed 9/16/98. However, based 
upon the information given by applicant and an inspection 
of the patent applications, the examiner has concluded that 
the subject matter defined in this application is supported 
by the disclosure in application no. PCT/US00/04342 , filed 
2/18/00 but is not supported by any of the other earlier 
filed applications because in the earlier applications, the 
claimed invention lacks specific and substantial utility 
and thus correspondingly lack enablement under 35 USC 112, 
first paragraph. Prior to the application filed 2/18/00, 
the earlier applications merely indicate that the protein 
encoded by the claimed nucleic acids have some degree of 
similarity to neuropsin, a serine protease. The only 
disclosed utilities for the nucleic acid is for encoding 
the protein, or non-specific and non- substantial general 
utilities such as use as a probe. There is no well- 
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established utility for these uses because the actual 
function of the protein encoded by the claimed nucleic acid 
is not known or disclosed by the earlier applications. The 
application-asserted utilities are not specific and 
substantial because some sequence similarity (about 50%) to 
a particular serine protease, neuropsin, as indicated in 
the rejection below, does not provide any information about 
the specific target of the new serine protease (assuming it 
is one) and thus one would not know what the specific 
utility of the protein (and thus the specific utility of 
the nucleic acid) . It lacks a substantial utility because 
it would require carrying out further research to determine 
the specific target of the alleged serine protease so that 
a specific utility for the nucleic acid encoding the 
protein could be determined. Accordingly, because the 
applications filed before 2/18/00 fail to provide a 
specific and substantial utility for the claimed nucleic 
acids, the skilled artisan would not know how to use the 
nucleic acids which lack a specific and substantial 
utility. Thus, the claims contain subject matter which was 
not described in the specification in such a way as to 
enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to use the invention. 
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The subject matter defined in claims 28-47 have the 
effective filing date of 2/18/00. 

Should the applicant disagree with the examiner 1 s 
factual determination above, it is incumbent upon the 
applicant to provide the serial number and specific page 
number (s) of any parent application filed prior to 2/18/00 
which specifically supports the particular claim limitation 
for each and every claim limitation in all pending claims 
which applicant considers to have been in possession of and 
fully enabled for prior to 2/10/00. 

Also, applicants are requested to provide a similar 
concise claim of priority for the instant application that 
is supplied in the two PR013 03 -related applications, 
10/006,856 and 10/006,116. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 

35 U.S.C. 112: 

The specification shall contain a written description of the 
invention, and of the manner and process of making and using it, in 
such full, clear, concise, and exact terms as to enable any person 
skilled in the art to which it pertains, or with which it is most 
nearly connected, to make and use the same and shall set forth the 
best mode contemplated by the inventor of carrying out his invention. 

Claims 28-32, 39-40, and 44-47 are rejected under 35 
U.S.C. 112, first paragraph, because the specification, 
while being enabling for an isolated nucleic acid having 
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100% nucleic acid sequence identity to a nucleic acid 
encoding the polypeptide of SEQ ID NO: 194 or the mature 
form thereof (or drawn to a nucleic acid encoding a 
polypeptide having the function of affecting glucose or FFA 
uptake by primary rat adipocytes) , does not reasonably 
provide enablement for an isolated nucleic acid not 
identical to a nucleic acid encoding at least the mature 
form of SEQ ID NO: 194 or a nucleic acid which encodes a 
polypeptide which does not have this activity. The 
specification does not enable any person skilled in the art 
to which it pertains, or with which it is most nearly 
connected, to use the invention commensurate in scope with 
these claims. 

The factors considered when determining if the 
disclosure satisfies the enablement requirement and whether 
any necessary experimentation is undue include, but are not 
limited to: nature of the invention, the state of the prior 
art, the predictability or lack thereof in the art, the 
amount of direction or guidance present, the presence or 
absence of working examples, the quantity of 
experimentation necessary, the relative skill levels of 
those in the art, and the breadth of the claims. 
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The claims are drawn to a nucleic acid having at least 
80% nucleic acid identity to a nucleic acid encoding a 
polypeptide of SEQ ID NO: 194 or the extracellular domain 
thereof, both referred to as PRO1303. There is no 
functional limitation to the polypeptides encoded by the 
nucleic acid in the claims. Applicants have taught the 
polypeptide consisting of the extracellular domain or, more 
accurately, the mature form of SEQ ID NO: 194, as well as 
the putative signal sequence. This polypeptide was shown 
to affect glucose or FFA uptake by primary rat adipocytes 
on the basis of an assay measuring this activity (Example 
149, pages 511-512) . 

The claim encompasses an unreasonable number of 
inoperative nucleic acids because they encompass nucleic 
acids not encoding a polypeptide and nucleic acids encoding 
polypeptides having no functional limitation, which nucleic 
acids or proteins encoded by the nucleic acids the skilled 
artisan would not know how to use. While the specification 
suggests that the polypeptide of SEQ ID NO: 194 is a serine 
protease related to neuropsin, the specific substrate 
specificity is undisclosed. Since PRO1303 is a secreted 
protein, it would be expected that the mature form would be 
sufficient for function in the absence of the secretory 
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signal. As opposed to the claims, what is disclosed about 
PRO13 03 is narrow: nucleic acids encoding a single 
polypeptide with two disclosed functions and no other 
obvious specific functions. The skill in the serine 
protease art is not high because there are several 
different classes of serine proteases and even within 
classes, such as human kallikreins, which the instant 
polypeptide is a member of, each family member exhibits a 
high degree of substrate specificity (which is different 
for each family member) (Yousef et al, Anticancer Research, 
Vol. 19, pages 2843-2852 (1999), see page 2843, column 2). 
Therefore, knowledge of one serine protease 1 s structure and 
function does not provide predictability about function of 
a structurally related serine protease, even within the 
same class. 

There are no working examples of nucleic acids that 
are less than 100% identical to the nucleic acids that 
encode the polypeptide of SEQ ID NO: 194 or the mature form 
thereof. The skilled artisan would not know how to use 
non- identical nucleic acids or the encoded non- identical 
polypeptides on the basis of teachings in the prior art or 
the specification unless they encode polypeptides that 
possess the glucose or FFA uptake function disclosed in the 
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instant specification. While the specification generally 
describes properties of serine proteases, it is 
acknowledged by the cited art that serine proteases such as 
kallikreins are diverse in function and structure. The 
specification does not provide guidance for using nucleic 
acids related to (i.e., 80%-99% identity) but not identical 
to nucleic acids encoding a polypeptide of SEQ ID NO: 194 
which do not encode a polypeptide that has the disclosed 
activity shown for PRO1303. The claims are broad because 
they do not require the polypeptide encoded by the claimed 
nucleic acid to be identical to the disclosed sequence and 
because the claims have no functional limitation. 

For these reasons, which include the complexity and 
unpredictability of the nature of the invention and art in 
terms of the diversity of serine proteases and lack of 
knowledge about function9s) of encompassed polypeptides 
structurally related to SEQ ID NO: 194, the one limited 
working example of nucleic acid encoding PRO13 03 
polypeptide which has its one demonstrated function, 
affecting glucose or FFA uptake by adipocytes, the lack of 
direction or guidance for using nucleic acids that encode 
polypeptides that are not identical to at least the 
extracellular domain of SEQ ID NO: 194, and the breadth of 
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the claims for structure without function, it would require 
undue experimentation to use the invention commensurate in 
scope with the claims. 

Claims 28-32, 39-40, and 44-47 are rejected under 35 
U.S.C. 112, first paragraph, as failing to comply with the 
written description requirement. The claim (s) contains 
subject matter which was not described in the specification 
in such a way as to reasonably convey to one skilled in the 
relevant art that the inventor (s), at the time the 
application was filed, had possession of the claimed 
invention. 

The claims are drawn to a nucleic acid having at least 
80%, 85%, 90%, 95%, or 99% nucleic acid sequence identity 
to a nucleic acid encoding a polypeptide of SEQ ID NO: 194 
or the extracellular domain thereof, both referred to as 
PRO1303. The claims do not require that the nucleic acid 
encode a polypeptide that possesses any particular 
biological activity, nor any particular conserved 
structure, or other disclosed distinguishing feature. 
Thus, the claims are drawn to a genus of nucleic acids that 
is defined only by sequence identity. 
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To provide adequate written description and evidence 
of possession of a claimed genus, the specification must 
provide sufficient distinguishing identifying 
characteristics of the genus. The factors to be considered 
include disclosure of complete or partial structure, 
physical and/or chemical properties, functional 
characteristics, structure/ funct ion correlation, methods of 
making the claimed product, or any combination thereof. In 
the instant case, the only factor present in the claims is 
a partial structure in the form of a recitation of percent 
identity. There is not even identification of any 
particular portion of the structure that must be conserved. 
Accordingly, in the absence of sufficient recitation of 
distinguishing characteristics , the specification does not 
provide adequate written description of the claimed genus. 

Vas-Cath Inc. v. Mahurkar, 19USPQ2d 1111, clearly 
states "applicant must convey with reasonable clarity to 
those skilled in the art that, as of the filing date 
sought, he or she was in possession of the invention. The 
invention is, for purposes of the 'written description' 
inquiry, whatever is now claimed. " (See page 1117.) The 
specification does not "clearly allow persons of ordinary 
skill in the art to recognize that [he or she] invented 
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what is now is claimed." (See Vas-Cath at page 1116) . As 
discussed above, the skilled artisan cannot envision the 
detailed chemical structure of the encompassed genus of 
polypeptides, and therefore conception is not achieved 
until reduction to practice has occurred, regardless of the 
complexity or simplicity of the method of isolation or 
identification. Adequate written description requires more 
than a mere statement that it is part of the invention and 
reference to a potential method of isolating it. The 
compound itself is required. See Fiers v. Revel, 2 5USPQ2d 
1601 at 1606 (CAFC 1993) and Amgen Inc. v. Chugai 
Pharmaceutical Co. Ltd., 18USPQ2d 1016. 

One cannot describe what one has not conceived. See 
Fiddes v. Baird, 30 USPQ2d 1481 at 1483. In Fiddes, claims 
directed to mammalian FGF ' s were found to be unpatentable 
due to lack of written description for that broad class. 
The specification provided only the bovine sequence. 

Therefore, only isolated nucleic acids encoding 
polypeptides comprising the amino acid sequence set forth 
in SEQ ID NO: 194, but not the full breadth of the claims 
meets the written description provision of 35 U.S.C. 112, 
first paragraph. Applicant is reminded that Vas-Cath makes 
clear that the written description provision of 35 U.S.C. 
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112 is severable from its enablement provision (see page 
1115) . 

The following is a quotation of the second paragraph 
Of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly 
pointing out and distinctly claiming the subject matter which the 
applicant regards as his invention. 

Claims 28-47 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly 
point out and distinctly claim the subject matter which 
applicant regards as the invention. 

The protein identified as PRO1303 is a soluble 
protein, and is not disclosed as being expressed on a cell 
surface. Accordingly, the limitation that the claimed 
polypeptide comprises an "extracellular domain" (for 
example, see claim 23 (c) and (d) ) is indefinite, as the 
art does not recognize soluble proteins as having such 
domains. Further, if the polypeptide had an extracellular 
domain, the recitation of "the extracellular domain" . . . 
"lacking its associated signal sequence" (claim 23 (d) , for 
example) is indefinite because a signal sequence is not 
generally considered to be part of an extracellular domain, 
since signal sequences are cleaved from said domains in the 
process of secretion from the cell. 
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Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate 
paragraphs of 35 U.S.C. 102 that form the basis for the 
rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or 
patented or described in a printed publication in this or a foreign 
country, before the invention thereof by the applicant for a patent. 

(e) the invention was described in (1) an application for patent, 
published under section 122(b), by another filed in the United States 
before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United 
States before the invention by the applicant for patent, except that 
an international application filed under the treaty defined in 
section 351(a) shall have the effects for purposes of this subsection 
of an application filed in the United States only if the 
international application designated the United States and was 
published under Article 21(2) of such treaty in the English language. 



Claims 28-37, 41-44, and 46 are rejected under 35 
U.S.C. 102(a) as being anticipated by Yousef et al . 

Yousef et al teach an isolated nucleic acid which is a 
genomic clone (Reversed contig 37, Figure 1; Table VI) 
which encodes KLK-L5, which has 100% identity to SEQ ID 
NO: 194 (although Yousef et al only identify some of the 
exons encoded by the genomic DNA which are a part of KLK- 
L5) . Even though the precise polypeptide sequence and 
isolated complete protein is not taught by the reference, 
the genomic nucleic acid encoding the protein is taught and 



would be expected to have 100% nucleic acid identity to a 



Application/Control Number: 10/015,385 Page 
Art Unit: 1636 

nucleic acid encoding SEQ ID NO: 194, SEQ ID NO: 194 without 
the signal peptide, and the "extracellular domain" of SEQ 
ID NO: 194. See the attached sequence comparison. Vectors 
comprising the isolated nucleic acid and host cells 
comprising the vector, are also taught (Figure 1) . 

Claims 41-47 are rejected under 35 U.S.C. 102(e) as 
being anticipated by Ni et al (U.S. Patent No. 6,566,498 
Bl) . 

Ni et al (at Figure 3; columns 22-23) teach an 
isolated nucleic acid which has a high degree of identity 
to SEQ ID NO: 193 (97.9%) over a large part of the sequence 
(about 500 base pairs) . See the attached sequence 
comparison. This large region of near identity is more 
than sufficient in length to support hybridization with SEQ 
ID NO: 193 under stringent conditions. Vectors comprising 
the isolated nucleic acid and host cells comprising the 
vector, wherein the nucleic acid is operably linked to 
control sequences recognized by a host cell transformed 
with the vector, such as E. coli or yeast cells, are also 
taught (columns 22-23) . 
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Conclusion 

No claims are allowed. 

Certain papers related to this application may be 
submitted to Art Unit 1636 by facsimile transmission. The 
faxing of such papers must conform with the notices 
published in the Official Gazette, 1156 OG 61 (November 16, 
1993) and 1157 OG 94 (December 28, 1993) (see 37 C.F.R. § 
1.6(d)). The official fax telephone number for the Group 
is 703-872-9306. NOTE: If Applicant does submit a paper by 
fax, the original signed copy should be retained by 
applicant or applicant's representative. NO DUPLICATE 
COPIES SHOULD BE SUBMITTED so as to avoid the processing of 
duplicate papers in the Office. 

Any inquiry of a general nature or relating to the 
status of this application or proceeding should be directed 
to (571) 272-0547. 

Patent applicants with problems or questions regarding 
electronic images that can be viewed in the Patent 
Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center 
(Patent EBC) for assistance. Representatives are available 
to answer your questions daily from 6 am to midnight (EST) . 
The toll free number is (866) 217-9197. When calling please 
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have your application serial or patent number, the type of 
document you are having an image problem with, the number 
of pages and the specific nature of the problem. The 
Patent Electronic Business Center will notify applicants of 
the resolution of the problem within 5-7 business days. 
Applicants can also check PAIR to confirm that the problem 
has been corrected. The USPTO's Patent Electronic Business 
Center is a complete service center supporting all patent 
business on the Internet. The USPTO's PAIR system provides 
Internet-based access to patent application status and 
history information. It also enables applicants to view the 
scanned images of their own application file folder (s) as 
well as general patent information available to the public. 

For all other customer support, please call the USPTO 
Call Center (UCC) at 800-786-9199. 

Any inquiry concerning rejections or objections in 
this communication or earlier communications from the 
examiner should be directed to Terry A. McKelvey whose 
telephone number is (571) 272-0775. The examiner can 
normally be reached on Monday through Friday, except for 
Wednesdays, from about 7:30 AM to about 6:00 PM. A phone 
message left at this number will be responded to as soon as 
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possible (i.e., shortly after the examiner returns to his 
office) . 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Dr. Remy Yucel can 
be reached at (571) 272-0781. 




Primary Examiner 
Art Unit 1636 



June 27, 2004 
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